Safety of T-cell co-stimulation modulation with abatacept in patients with rheumatoid arthritis.
Abatacept selectively modulates the CD80/CD86:CD28 co-stimulatory signal required for full T-cell activation, and has been approved for the treatment of rheumatoid arthritis (RA) in combination with methotrexate in a number of countries, including the United States, Canada, and the European Union. As with any new agent, it is important to assess the safety and tolerability of abatacept, and hence an integrated safety analysis of five randomized, placebo-controlled, double-blind core abatacept clinical trials was performed. The 2,944 patients enrolled had active RA and were receiving a variety of biologic and non-biologic background disease-modifying antirheumatic drugs. Overall, 1,955 patients were treated with abatacept during the double-blind periods, and 2,688 during the cumulative double-blind and open-label periods (yielding 4764 patient-years of exposure in total). Overall frequencies of adverse events (AEs; 88.8% vs. 85.1%), serious AEs (SAEs14.0% vs. 12.5%) and malignancies (1.4% vs. 1.1%) were similar in abatacept- versus placebo-treated patients, respectively (regardless of the potential relationship to the study therapy). Discontinuations due to SAEs were 2.8% in the abatacept group vs. 1.6% in the placebo group. The frequency of serious infections was low overall (3.0% vs. 1.9% in abatacept- versus placebo-treated patients, respectively). Acute infusional AEs (9.8% vs. 6.7% in the abatacept versus placebo groups, respectively) were mostly mild-to-moderate in intensity. Safety data through cumulative exposure were consistent with those from the double-blind periods; there was no evidence of an increase in the incidence of serious infections or malignancies with increasing exposure to abatacept. Abatacept was associated with low levels of immunogenicity, with no detectable association between immunogenicity and safety or efficacy. Abatacept treatment did not result in a higher rate of seroconversion for anti-nuclear or anti-dsDNA antibodies versus placebo, and was associated with a similar frequency of autoimmune events versus placebo (1.4% vs. 1.8%, respectively). Moreover, treatment with abatacept may not markedly impair the response to vaccination in healthy volunteers or RA patients. Overall, these findings suggest that abatacept has acceptable safety and tolerability in patients with RA. Ongoing follow-up will monitor whether these features are maintained over long-term abatacept use.